§610.19

the applicable provisions of §§211.188
and 211.194 of this chapter.

(Approved by the Office of Management and
Budget under control number 0910-0139)

[38 FR 32056, Nov. 20, 1973, as amended at 51
FR 44453, Dec. 10, 1986; 556 FR 11013, Mar. 26,
1990]

§610.19 Status of specific products;
Group A streptococcus.

The presence of Group A strepto-
coccus organisms and derivatives of
Group A streptococcus in Bacterial
Vaccines and Bacterial Antigens with
“No U.S. Standard of Potency’ may in-
duce dangerous tissue reactions in hu-
mans. Available data demonstrate that
they are unsafe as ingredients in prod-
ucts for human use. Group A strepto-
coccus organisms and derivatives of
Group A streptococcus are prohibited
from Bacterial Vaccines and Bacterial
Antigens with “No U.S. Standard of

Potency.” Any Bacterial Vaccine or
Bacterial Antigen with ‘“No TU.S.
Standard of Potency’” containing

Group A streptococcus organisms or
derivatives of Group A streptococcus in
interstate commerce is in violation of
section 351 of the Public Health Service
Act (42 U.S.C. 262).

[44 FR 1549, Jan. 5, 1979]

Subpart C—Standard Preparations
and Limits of Potency

§610.20

Standard preparations made avail-
able by the Center for Biologics Eval-
uation and Research shall be applied in
testing, as follows:

(a) Potency standards. Potency stand-
ards shall be applied in testing for po-
tency all forms of the following:

Standard preparations.

ANTIBODIES

Botulism Antitoxin, Type A.
Botulism Antitoxin, Type B.
Botulism Antitoxin, Type E.
Diphtheria Antitoxin.
Histolyticus Antitoxin.
Oedematiens Antitoxin.
Perfringens Antitoxin.
Antipertussis Serum.
Antirabies Serum.

Sordellii Antitoxin.
Staphylococcus Antitoxin.
Tetanus Antitoxin.

Vibrion Septique Antitoxin.
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ANTIGENS

Cholera Vaccine, Inaba serotype.
Cholera Vaccine, Ogawa serotype.
Diphtheria Toxin for Schick Test.
Pertussis Vaccine.

Tuberculin, O1d.

Tuberculin, Purified Protein Derivative.
Typhoid Vaccine.

BLOOD DERIVATIVE
Thrombin.

(b) Opacity standard. The U.S. Opac-
ity Standard shall be applied in esti-
mating the bacterial concentration of
all bacterial vaccines. The assigned
value of the standard when observed
visually is 10 units. The assigned value
of the standard when observed with a
photometer is (1) 10 units when the
wavelength of the filter is 530 milli-
microns, (2) 10.6 units when the wave-
length of the filter is 6560 millimicrons,
and (3) 9 units when the wavelength of
the filter is 420 millimicrons.

[38 FR 32056, Nov. 20, 1973, as amended at 41
FR 10429, Mar. 11, 1976; 41 FR 18295, May 3,
1976; 49 FR 23834, June 8, 1984; 55 FR 11013,
Mar. 26, 1990]

§610.21 Limits of potency.

The potency of the following prod-
ucts shall be not less than that set
forth below and products dispensed in
the dried state shall represent liquid
products having the stated limitations.

ANTIBODIES

Diphtheria Antitoxin, 500 units per milli-
liter.

Tetanus Antitoxin, 400 units per milliliter.

Tetanus Immune Globulin (Human), 50 units
of tetanus antitoxin per milliliter.

ANTIGENS

Cholera Vaccine, 8 units each of Inaba and
Ogawa serotype antigens per milliliter.

Pertussis Vaccine, 12 units per total human
immunizing dose.

Typhoid Vaccine, 8 units per milliliter.

[41 FR 10429, Mar. 11, 1976, as amended at 41

FR 18295, May 3, 1976]

Subpart D—Mycoplasma

§610.30 Test for Mycoplasma.

Except as provided otherwise in this
subchapter, prior to clarification or fil-
tration in the case of live virus vac-
cines produced from in vitro living cell
cultures, and prior to inactivation in
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the case of inactivated virus vaccines
produced from such living cell cul-
tures, each virus harvest pool and con-
trol fluid pool shall be tested for the
presence of Mycoplasma, as follows:

Samples of the virus for this test shall be
stored either (1) between 2 and 8 °C for no
longer than 24 hours, or (2) at —20 °C or
lower if stored for longer than 24 hours. The
test shall be performed on samples of the
viral harvest pool and on control fluid pool
obtained at the time of viral harvest, as fol-
lows: No less than 2.0 ml. of each sample
shall be inoculated in evenly distributed
amounts over the surface of no less than 10
plates of at least two agar media. No less
than 1.0 ml. of sample shall be inoculated
into each of four tubes containing 10 ml. of
a semisolid broth medium. The media shall
be such as have been shown to be capable of
detecting known Mycoplasma and each test
shall include control cultures of at least two
known strains of Mycoplasma, one of which
must be M. pneumoniae. One half of the
plates and two tubes of broth shall be incu-
bated aerobically at 36 °C #1 °C and the re-
maining plates and tubes shall be incubated
anaerobically at 36 °C #1 °C in an environ-
ment of 5-10 percent COz in Ns. Aerobic incu-
bation shall be for a period of no less than 14
days and the broth in the two tubes shall be
tested after 3 days and 14 days, at which
times 0.5 ml. of broth from each of the two
tubes shall be combined and subinoculated
on to no less than 4 additional plates and in-
cubated aerobically. Anaerobic incubation
shall be for no less than 14 days and the
broth in the two tubes shall be tested after 3
days and 14 days, at which times 0.5 ml. of
broth from each of the two tubes shall be
combined and subinoculated onto no less
than four additional plates and incubated
anaerobically. All inoculated plates shall be
incubated for no less than 14 days, at which
time observation for growth of Mycoplasma
shall be made at a magnification of no less
than 300x. If the Dienes Methylene Blue-
Azure dye or an equivalent staining proce-
dure is used, no less than a one square cm.
plug of the agar shall be excised from the in-
oculated area and examined for the presence
of Mycoplasma. The presence of the Myco-
plasma shall be determined by comparison of
the growth obtained from the test samples
with that of the control cultures, with re-
spect to typical colonial and microscopic
morphology. The virus pool is satisfactory
for vaccine manufacture if none of the tests
on the samples show evidence of the presence
of Mycoplasma.

[38 FR 32056, Nov. 20, 1973, as amended at 63
FR 16685, Apr. 6, 1998]
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§610.40

Subpart E—Hepatitis Requirements

§610.40 Test for hepatitis B surface
antigen.

(a) Test sensitivity. Each donation of
blood, plasma, or serum to be used in
preparing a biological product shall be
tested for the presence of hepatitis B
surface antigen by a method of suffi-
cient sensitivity to detect all sera la-
beled A, (A), B, (B), and C in the Ref-
erence Hepatitis B Surface Antigen
Panel distributed by the Center for
Biologics Evaluation and Research; ex-
cept that, in emergency situations, a
test method of sufficient sensitivity to
detect all sera labeled A, (A), and B in
the Reference Hepatitis B Surface
Antigen Panel may be used and, in dire
emergency situations, blood and blood
products may be issued without any
HBg Ag testing, provided that a test
otherwise required by this paragraph is
performed as soon as possible after
issuance of the blood and blood prod-
uct.

(b) Procedures. Only Antibody to Hep-
atitis B Surface Antigen licensed under
this subchapter shall be used in per-
forming the test and the test method(s)
used shall be that for which the anti-
body product is specifically designed to
be effective as recommended by the
manufacturer in the package insert.
The sample of blood, plasma, or serum
to be tested shall have been taken from
the donor at the time of donation of
that unit. The test need not be per-
formed on the day of the withdrawal of
the sample. If the radioimmunoassay
method is used, it must be performed
in one of the following ways:

(1) The complete test is performed at
the collection facility.

(2) The test is performed at the col-
lection facility up to the point of
counting the radioactivity of the sam-
ples, which counting, thereafter, is per-
formed at another facility by personnel
from the collection facility or by per-
sonnel from the counting facility.

(3) The complete test is performed by
the personnel at an establishment li-
censed to manufacture blood or blood
derivatives under section 351(a) of the
Public Health Service Act (42 U.S.C.
262(a)), or by a clinical laboratory
which meets the standards of the Clin-
ical Laboratories Improvement Act of



